The authors identified a genomic duplication on chromosome 15q24-26 associated with anxiety disorders. NTRK3 maps to 15q25 and encodes the high affinity receptor for neurotrophin-3 (NT3). In this letter, they report an association study of previously undescribed SNPs in the NTRK3 gene in a panic disorder sample. A SNP in the 5Ј flanking region of NTRK3 has been found to be associated with panic disorder (P = 0.02), and could contribute to modify the development and severity of this psychiatric condition.
Analysis of structural polymorphisms and C-1018G promoter variant of the 5-HT 1A receptor gene as putative risk factors in major depression B Arias, MJ Arranz, C Gasó , R Catalá n, L Pintor, B Gutié rrez, RW Kerwin, L Fañ aná s
The serotonin 1A receptor has been postulated as playing a major role in anxiety, depression and other psychiatric disorders. This receptor seems to be involved in antidepressant response and control of intersynaptic serotonin release. Thus, the 5-HT 1A receptor gene could be considered a strong candidate for major depression. A sample of 249 patients with major depression and 170 matched controls were analysed to test the possible association between the 5-HT 1A receptor gene and major depression. No differences in genotype or allele frequencies were found between patients and controls. The results suggest that genetic variability in the 5-HT 1A receptor gene does not play a major role in the aetiology of major depression.
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Substance P receptor antagonist and clomipramine prevent stress-induced alterations in cerebral metabolites, cytogenesis in the dentate gyrus and hippocampal volume MGC van der Hart, B Czé h, G de Biurrun, T Michaelis, T Watanabe, O Natt, J Frahm, E Fuchs The neuropeptide substance P and its receptor NK 1 R have been proposed as possible targets for new antidepressant therapies. In this study, the efficacy of the NK 1 R antagonist L-760,735 is compared with the established antidepressant clomipramine to alleviate stressinduced central nervous alterations. Chronic psychosocial stress significantly decreased brain metabolite concentrations, hippocampal volume and cell proliferation in the dentate gyrus. These alterations were prevented by the two drugs indicating that the NK 1 R antagonist has comparable neurobiological efficacy to clomipramine. The authors have conducted a genetic analysis of dimensions of temperament and symptoms of depression in about 201 pairs of monozygotic and dizygotic twins. There are no differences between the sexes in gene action affecting temperament. Each dimension of temperament is genetically dependent, and genetic variations in symptoms of depression are largely dependent on the same factors that affect the temperament. Temperament is closely associated with vulnerability to depressive symptoms.
Association between serotonin 4 receptor gene polymorphisms and bipolar disorder in Japanese case-control samples and the NIMH genetics initiative bipolar pedigrees T Ohtsuki, H Ishiguro, SD Detera-Wadleigh, T Toyota, H Shimizu, K Yamada, K Yoshitsugu, E Hattori, T Yoshikawa, T Arinami
Possible irregularities in serotonergic neurotransmission have been suggested as causes of a variety of neuropsychiatric diseases. The authors performed mutation and association analyses of the HTR4 gene on 5q32 in mood disorders and schizophrenia. Polymorphisms and haplotypes located within the region that encodes the divergent C-terminal tails of the 5-HT4 receptor were significantly associated with bipolar disorder in Japanese case control samples and in the NIMH Genetics Initiative Bipolar Pedigrees. The authors set out to examine whether children with ADHD and for whom DNA samples from fathers were missing ('duos') differed phenotypically from children for whom genotype information was available from both parents ('trios'). They found that children from duos showed more severe forms of ADHD and higher rates of conduct disorder. Many studies are based on the analysis of complete trios only. Excluding duos from sample collection and TDT analysis may result in systematic bias and further reduce the power of the TDT to detect susceptibility genes for ADHD.
Chromaffin cell function and structure is impaired in corticotropin-releasing hormone receptor type 1-null mice M Yoshida-Hiroi, MJ Bradbury, G Eisenhofer, N Hiroi, WW Vale, GE Novotny, HG Hartwig, WA Scherbaum, SR Bornstein
The authors analyzed chromaffin cell function and structure in CRH receptor type 1 (CRHR1) deficient mice. Adrenal epinephrine levels and PNMT mRNA expression were significantly decreased in these animals. On the ultrastructural level, there was a marked depletion of secretory granules. ACTH treatment failed to restore adrenomedullary function. In conclusion, CRHR1 is required for normal chromaffin cell structure and catecholamine and neuropeptide synthesis. Deletion of this gene is associated with a significant impairment of both adrenocortical and adrenomedullary function.
Vasopressin V1b receptor knockout reduces aggressive behavior in male mice S Wersinger, E Ginns, AM O'Carroll, S Lolait, S Young
The authors previously had shown that the vasopressin 1b receptor is present throughout the brain, but were unable to determine its functions there in the absence of specific pharmacological agents. When they disrupted the gene in mice, they found that these 'knockout' mice showed a striking reduction in inter-male aggressive behavior, as well as a less marked reduction in the ability to recognize previously encountered mice.
Regional specificity of brain glucocorticoid receptor mRNA alterations in subjects with schizophrenia and mood disorders MJ Webster, MB Knable, J O'Grady, J Orthmann, CS Weickert
Glucocorticoid receptors (GR) mediate the direct effects of glucocorticoids released in response to stress and the negative feedback mechanisms limit the duration of the stress response. Because individuals with major mental illness often exhibit hypercortisolemia, they may have down-regulated levels of GR. The authors evaluated the density of GR mRNA in various brain regions of subjects with depression, bipolar disorder, and schizophrenia compared to normal controls. Each diagnostic group exhibited a specific pattern of GR mRNA reduction, indicating that GR dysregulation occurs in all three major psychiatric illnesses with variability according to anatomical site. Schizophrenia affects approximately 1% of the population and is characterized by disturbances in reality perception, thought processes and emotional function. At present, there is no biological tool for its objective diagnosis. Using a relatively simple blood test, the authors demonstrated that cellular energy, produced by the mitochondria, is altered and varies with disease state in 113 schizophrenic patients. Such alterations were not detected in patients with mood disorders. These biological findings may provide new tools for an objective and early diagnosis of schizophrenia and encourage novel treatment approaches. The dopamine-2 receptor (DRD2) gene is of particular interest in schizophrenia due to the therapeutic success of neuroleptic medications that antagonize this receptor subtype. The authors replicated the findings found previously in Japanese and Swedish populations. Therefore, these results further implicate a potential role for DRD2 in the genetic etiology of schizophrenia.
The 2-bp deletion in exon 6 of the 'alpha 7-like' nicotinic receptor subunit gene is a risk factor for the p50 sensory gating deficit G Raux, F Bonnet-Brilhault, S Louchart, E Houy, R Gantier, D Levillain, G Allio, S Haouzir, M Petit, M Martinez, T Frebourg, F Thibaut, D Campion Abnormality in the P50 auditory-evoked potential gating is an endophenotype associated with schizophrenia. Biochemical and genetic studies have suggested that the alpha 7 nicotinic acetylcholine receptor (nAChR) is involved in this sensory gating deficit. The authors have shown that a 2 base pair deletion in the CHRNA7-like gene located in chromosome 15 is a risk factor for P50 sensory gating.
Reelin gene alleles and susceptibility to autism spectrum disorders H Zhang, X Liu, C Zhang, E Mundo, F Macciardi, DR Grayson, AR Guidotti, JJA Holden This article examines the role of the reelin gene as a susceptibility locus for autism spectrum disorders.
Molecular Psychiatry
Although the distribution of CGG-repeats in the 5Ј UTR did not differ in cases and controls, alleles Ն11 repeats were preferentially transmitted to affected offspring in 126 multiple-incidence families. The authors found that autistic individuals with at least one allele with Ͼ11 repeats showed an earlier age of phrase speech than those homozygous for smaller alleles, suggesting that larger alleles may modify the phenotype in affected individuals. Because of the rarity of the larger RELN alleles, the authors encourage further studies on large cohorts of families.
A new area in the human brain associated with learning and memory: immunohistochemical and functional MRI analysis SY Shu, YM Wu, XM Bao, ZB Wen, FH Huang, SX Li, QZ Fu, Q Ning 
